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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE A”G -7 1 2003 

/I CERTIFICATE UNDER 37 C.F.R. l.lO(b 
“~~~~~$‘j!$e patent of’: Francois Regnier 

Express Mall Label Number: EL676469838US 

Date of Deposit ;’ b & 7 
I hereby certify that this paper 1; being deposlted with the 
United Stated Postal Service “Express Mail Post Office to 
Addressee” Service on the Indicated above and is addressed to 
Mail Stop Patent Extenston, CornmIssIoner for Patents, P 0. 
Box 1450, Alexandria, VA 22313-1450 ’ / 

: ,,,’ ?- - / 4 

Patent No.: 41,661,491 

Granted: April 28, 1987 

Serial No. 06/867,03 1 

Filing Date: May 27, 1986 

For: ALFUZOISINE COMPOSITIONS AND USE 

Mail Stop Patent Extension 
Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

APPLICATION FOR EXTENSION OF PATENT TERM 
UNDER 35 U.S.C. 4156 AND 37 C.F.R. 81.740 

Dear Sir: 

Under the provisions of 35 U.S.C. 5 156 and in accordance with 37 C.F.R. 5 1.740, Sanofi- 
Synthelabo, the owner of United States Patent No. 4,661,491 hereby requests that the term of 
said patent, originally expiring on May 27, 2006, be extended 1,481 days to expire on June 16, 
2010. The clhain of title of United States Patent No. 4,661,491 from the inventor to Sanofi- 
Synthelabo is attached hereto as Exhibit 1. 

(1) Alfuzosin hydrochloride is the generic name of the compound having the chemical name 

(R,S)-N-[3-[( I- L amino-6,7-dimethoxy-2-quinaolinyl)methylamino]propyl]tetrahydro-2-fur~ 

carboxamide hydrochloride and having the structural formula: 
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(2) Alfuzosin hydrochloride was subject to regulatory review by the Food and Drug 
Administration (FDA) under Section 505(i) and 505(b) of the Federal Food, Drug and Cosmetic 
Act. 

(3) Alfuzosin hydrochloride was approved for commercial marketing or use by the Food and 
Drug Administration under Section 505(b) of the Federal Food, Drug and Cosmetic Act on June 
12,2003. 

(4) The active ingredient in the approved product is alfuzosin hydrochloride. Alfuzosin 
hydrochloride has not been previously approved for commercial marketing or use under the 
Federal Food, Drug and Cosmetic Act. 

(5) This application is being submitted within the sixty-day period permitted for submission 
pursuant to 37 C.F.R. $1.720(f). The last day on which this application can be submitted is 
August 10, 2003. 

(6) The patent for which an extension is being sought is United States Patent No. 4,661,491 
issued April 218, 1987 in the name of Franqois Regnier and having an expiration date of May 27, 
2006. 

(7) A complete copy of United States Patent No. 4,661,491, including the entire specification, 
claims, and drawings, is attached hereto as Exhibit 2. 

(8) Copies of the Maintenance Fee Statements showing payment of the 4th, 8th and 12* year 
maintenance fees in United States Patent No. 4,661,491 are attached hereto as Exhibit 3. 

(9) Claims 1-5 of United States Patent No. 4,661,491 claim a method of using alfuzosin 
hydrochloride. A demonstration of how claim 5 reads on a method of using alfuzosin 
hydrochloride is set forth below: 

Claim 5 reads on a method for treating dysuria in male patients 
heaving benign hypertrophy of the prostate using alfuzosin 
h(ydrochloride. 
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10.) Alfuzosin hydrochloride was subject to a regulatory review period consisting of (a) the 
period from August 31, 1996, the effective date of the Investigational New Drug (IND) 
Application No. 51,200 submitted August 1, 1996 under Section 505(i) of the Federal Food, 
Drug and Cosmetic Act to December 8, 2000, the initial submission date of the New Drug 
Application (NDA) No. 21-287 under Section 505(b) of the Federal Food, Drug and Cosmetic 
Act, (b) the period from December 8, 2000, the initial submission date of MDA No. 21-287 to 
October 5, 2001, the date an NDA approvable letter was received, (c) the period from October 5, 
2001 to December 12, 2002, when a complete response to the October 5, 2001 approvable letter 
was filed, and (d) the period from December 12, 2002 to June 12, 2003, the date the NDA was 
approved. 
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(11) The significant activities undertaken by or on behalf of applicant and responses by the FDA 
during the applicable review period with respect to the alfuzosin hydrochloride are as follows: 

SUMMARY OF ALFUZOSIN HYDROCHLORIDE 
IND ACTIVITIES 

ring the teleconference on August 15. 1996, Sy 

t&Sep-1996 TEL 

IO-Sep-1996 LFF 

16-Sep-1996 SUB 

15-Nov-1996 SUB 

15-Nov-1996 LFF 

27-Nov-1996 TEL 

13-Dee-1996 FAC 

1) Provided the Agency with the most recent alfuzosin safety data available 
from the ongoing European climcal trials, 

a Provided safety Information from studies where higher doses (>lO mg/day, 
tid formulation) of alfuzosln were administered, 

3) amend the protocol to Include the followlng: exercise treadmlll evaluations 
at screening, additional electrocardiograms, orthostahc hypotenslon definihon, 
and evaluation of safety data before dose escalation 

Synthelabo contacted Ms. Chrlsttna Kish (FDA) Ms. Kish indicated that she has 
received the necessary information and Synthelabo may begin clinlcal trials. 
The FDA provided Synthelabo with the minutes from a teleconference held on Augusl 
15.1996. 
Provided protocol PC ALF 96 US 1, A-C, which provides for the following- 
1) exercise treadmill evaluations at screening, 
2) additional electrocardiograms, 
3) orthostatic hypotension definition, and 
4) evaluahon of safety data before dose escalation and agreement with FDA to 

proceed with the 22.5 and 30 mg doses, respectively. PC: Protocol PC ALF 
96 US 1, A-B and A-A, which address changes to the range of clmlcal values 
which Synthelabo considers to be potentially clinically significant changes, 

Synthelabo provided the FDA with safety data from Study PC ALF 96 US 1 for review 
and the Quarterly Safety Report, as of September 30, 1996. That report provides 
safety data from ongoing studies using alfuzosin formulations administered orally, 
BID and OD (Geomatrix@ formulation) and in patches. 
The FDA completed its review of the medical and chemistry portions of the IND and 
had comments and requests. 
Ms. Chirstina Kish, Project Manager, Division of Reproductive and Urologic Drug 
Products, telephoned Synthelabo to state that the Medical Reviewer (Dr Shames, 
Director Clinical Pharmacology) had some questions/concerns regarding Submission 
Number 004, Safety Data from Study PC ALF 96 US 1, and would like to discuss 
them with Synthelabo Research that day. Dr. Shames indicated: 1) that it was safe 
to proceed to the next dose level of 22.5 mg 2) wondered at what dose level 
efffrcacy was expected to be seen 3) wondered if dose titration was being 
condsidered with this drug as is done with other drugs 4) wondered what 
Synthelabo’s plans were after the study 
Internal memo - Synthelabo Research -Dr. Shames, Medical Reviewer for the 
alfuzosin IND, has completed his review of the safety data submitted for the 7.5 and 
15 mg alfuzosin dose groups fo the PC ALF 96 US 1 (Submission 004). Synthelabo 
may proceed with the next dose level of 22.5 mg of alfuzosin. Those results must be 
submitted before proceeding with the 30 mg dose. 
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Date 

OBJan-1997 

Comm Serial Abstract 
Type No. 

SUB 006 Response to lnformatlon Request dated November 15. 1996 NP Submitted 
Protocol No. 2360 95 BE. 

14-Jan-1997 

07-Feb-1997 

-TEL 

SUB 008 

Bob Seevers, Reviewing Chemrst. Division of Reproductive and Urologrc Drug 
Products, telephoned with a question/comment regarding the response to the 
chemistry issue noted in the FDA Letter of November 15, 1996 (Synthelabo 
responded January 81997 Submrsson NO 006) Seevers wanted to confirm that 
study ALFOD was not being in the US as the drug labelrng in the protocol did not use 
the phrasing as specified in the CFR and noted in the FDA letter of November 15, 
1996. Synthelabo confirmed that the study was not being conducted under the IND 
and that the protocol had since been appendea 
Synthelabo provided the FDA with safety data from Study PC ALF 96 US 1 for review 
and the Quarterly Safety Report, as of December 31, 1996. That report provides 
safety data from ongoing studies using alfuzostn formulahons admlnrstered orally, 

19-Feb-1997 - 

21-Feb-1997 

28-Apr-1997 

08Jun-1997 

TEL t 

LFF 

TEL 

OTH 

( OD (Ceomatrix@ formulation), and in patches. 
1 Ms. Terri Rumble. CSO. Divrsion of Reoroductive and Urologic Drug Products, / 

telephoned to inform Synthelabo that Dr. Shames, Medical Reviewer, Drvrsion of 
Reproductive and Urologic Drug Products, completed his review of Submission No. 
008: Safety Data from Study PC ALF 96 US 1. Verbal permissron was given allowrng 
Synthelabo to continue to proceed to the next dosage level (30 mg alfuzosin or 
placebo). It was confirmed that Synthelabo could proceed with the study while 
waiting for the Agency’s written approval. 
The FDA informed Synthelabo that it may proceed wrth the next higher dose of 
alfuzosin, 30 mg. 
Dr. Alexander Jordan, Pharmflox Reviewer, Division of Reproductive and Urologic 
Drug Products, telephoned and stated that additional information was needed for the 
FDA Carcinogenesis Assessment Committee presentation of the alfuzosln 
carcinogenicity study results. He requested the justitication and rationale for the 
selection of doses used in the two Carclnogenicity Studies submitted to the IND. 
Specific concerns that should be addressed in the response were as follows: 1) 
Mouse.: the high rate of mortality in males. 2) Rat: 26 week tox.: the excessive 
mortality observed. For both species, the selection of strains for the preliminary and 
main studies should be justified in the context of the toxicity program. 
Submitted request for an End-of-Phase II Meeting. Synthelabo wants feedback from 
the Agency regarding the adequacy of the clinical studies to support an NDA for the 

t 
alfuzosin hydrochloride once-daily formulation. 

09-Jun-1997 LFF 1 1 The FDA sent a notrce of meeting confirmation for the End-of-Phase II meeting for I 

LTF 

LFF 

SUB 012 

August 13, 1997 
Synthelabo submrtted Original DMF Type II for Alfuzosln Hydrochloride (INN), SL77- 
04999-10, Drug Substance - Finorga, Chase sur Rhone, France. 
The FDA acknowledged receipt of Synthelabo’s Drug Master File (DMF) submrssion 
and assigned DMF Number DMF 12546 
NP. Submitted Protocol 053 

Info. Amend. CMC Synthelabo submitted a summary of the Clinical Information 
Amendment and the most recent Quarterly Safety Report, with safety data for 
ongoing studies, Included as of March 31( 1997. 

15Jul-1997 SUB 013 

29-Jul-1997 SUB 014 

29-Jul-1997 - 

06-Aug-1997 

13 Aug 1997 
14-Aug-1997 

TEL 

SUB 

TEL 

015 

Info. Amend: Clinical, includes eight reports. 
Synthelabo submitted the pre-meeting package for the August 13, 1997 End-of- 
Phase II Meeting. 
Synthelabo submitted supplementary information for the August 13, 1997 Endof- 
Phase II Meetrng. 
Sam Haidrr, Pharmacokinetics Reviewer, Division of Reproductive and Urologic 
Products, called to inquire about the status of the study entitled, “A study to evaluate 
the effect of food on the pharmacokinetics of alfuzosin in healthy, middle-aged male 
volunteers” (SKB food effect study, Submission No. 012. June 30, 1997). 
Synthelabo indicated that the study start date was Sept 2. 1997 
Synthelabo submitted a clarification to a previously submitted questron for the August 
13, 1997 End-of-Phase II Meeting. 
End of phase 2 meeting between FDA and Synthelabo 
Sam Haidar, Ph.D., Pharrnacokinetics Reviewer, Division of Reproductive and 
Urologic Products, called with questions and comments regarding Study PC ALF 96 
US 1 (food effect study). Sam asked for the composrtion of the meals grven to the 
subjects in this study. He also stated that he spoke to a reviewer who had experience 
with food effect studies, and had several questions regarding the study. 
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Attorney Docket No 80585 

30.Ott-1997 

1 l-Nov-1997 

IZ-Nov-1997 

12-Nov-1997 

09-Dee-1997 
22-Dee-1997 

O&Jan-1998 

12-Jan-1998 

i 
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05Mar-1998 

30-Mar-1998 

Synthelabo submltted the 

Ol-Jul-1998 

22-Dee-1998 
13-Jan-1999 

26-Jan-1999 

28Jaw1999 
01 -Feb-1999 

05Feb-I 999 

08-Feb-1999 

09-Feb-1999 
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Date 

23-Mar-1999 

Abstract 

26Apr-1999 
06-Jun-1999 

nthelabo and that FDAs 

09-Jul-1999 

02-Aug-I 999 

05-Aug-1999 

OSAug-1999 

09-Aug-1999 

OS-Aug-1999 

25Aug-1999 

Ol-Sep-1999 

07-Sep-1999 

08-Sep-1999 

lo-Sep-1999 

17-Sep-1999 

20-Sep-1999 

21 -Sep-1999 

LFF 

LFF 

FAC 

TEL 

Products, sent a letter to Sanofi-Synthelabo stating that the submission serial 
number 065 review was completed, with a list of seven statistical recommendations 
and comments. 
Ms. Terri Rumble, BSN. Chief, Project Management Staff, Divisron of Reproductive 
and Urologic Drug Products, sent a letter to Sanoti-Synthelabo to acknowledge the 
receipt of the August 25. 1999 correspondence requesting a Pre-NDA meeting to 
discuss drug development of Alfuzosin. The type B meeting will be held on October 
29,1999 at 12:30 pm. 
Ms. Terrl Rumble, Chief, Project Management Staff, Division of Reproductive and 
Urologic Drug Products, sent a letter to acknowledge receipt of the September 1, 
1999 correspondence notrfying the FDA that the corporate name and address has 
been changed to Sanofi-Synthelabo. 
Sanofi-Synthelabo letter to Division of Reproductive & Urological Drug Products. 
Request for a teleconference with the statistician to address the statistical analysis 
plan in phase Ill studies of ALFUS and ALFOTAM. 
Evelyn Farinas. Project Manager Division of Reproductive and Urological Drug 
Product (FDA), called to confirm teleconference. The teleconference is scheduled 

- for Wednesday, 29 September at 9:OOa.m.. 
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Abstract 

Sanofi-Synthelabo provided the FDA with Its proposal on the Issues to be discussed 
during the 29 September 1999 teleconference with the FDA revrewrng statistician to 
discuss proposed changes to the statrstical analysis plan for the Phase 3 
confirmatory clincial studies, ALFUS and ALFOTAM. 
Sanofi-Synthelabo submitted the Pre-Meeting Package for the pre-NDA meeting with 
the FDA scheduled for 29 October 1999. 
Sanofi-Synthelabo had a teleconference with Evelyn Fannas, Project Manager and 
Lisa Kammerman, Ph D.. Statistician, Division of Reproductive and Urological Drug 
Products (FDA), on the revisions to the statistical analysis plans for ALFUS and 
ALFOTAM. Proposed changes: 1) Adjustment for multiple comparisons 2) 
Definitron of intent-to-treat (ITT) population 3) Primary statistical analysis 
Sanoti-Synthelabo sent a fax to Ms. Evelyn Farinas, Project Manager, and M S  Lrsa 
Kammerman, PhD, Statistician, Division of Reproductive and Urologrc Drug 
Products, FDA, in reference to a teleconference on the revisrons of the statrsbcal 
analysis plan for ALFUS and ALFOTAM. A  letter was provided to the FDA on 
September 28 (serial 28) stating Sanofi-Synthelabo’s position on each of the 
proposed changes: 1) adjustment for multiple comparisons, 2) definition of intent-to- 

1 treat (ITT) population, and 3) primary statistical analysis. 
j Response to FDA Request for Information dated 08 September primary analytic 

method. 
Evelyn Farinas, Project Manager Division of Reproductive &  Urological Drug 
Products called to review the results of the Divison’s Internal meeting to review ore- 

29-Sep-1999 

29-Sep-1999 

30-Sep-1999 

SUB 

TEL 

FAC 

15-act-1999 ) SUB 1 091 

16act-1999 TEL 

22-act-1999 

1 O-Nov-1999 - 

I-- 

t- 
Ol-Mar-2000 

FAC 

f 

LFF 

NDA background package. 
Sanofi-Svnthelabo received a fax from Ms. Evelyn R. Farinas, RPh, MGA .-. ., 
Regulatory Project Manager, in reference to the-teleconference on September 29, 
1999 regarding the IND 51,200. The objective of the meeting was to obtain advice 
regarding proposed changes to the statistical analysis plan for Phase 3 studies, 
ALFUS and ALFOTAM. It wassubmitted for review by the Divrsion on Sentember 28 
1999 (Serial No. 088). 

--r ._. -_ -_, 

Dr. Lrsa Rarick, Director, Divtsion of Reproductive and Urologic Drug Products. sent 

SUB j 106 

a letter to Sanofi-Synthelabo stating that the Division has completed the review of the 
submission wrth the following recommendations: 1) the format that is proposed in the 
meeting package IS acceptable, 2) case report forms for active control subjects 
should be Included, 3) follow the electronic submission guidance if full electronic 
submission IS planned, and 4) address the CMC and Pharmacology~oxicologv __ 
issues later in submission. 

1 Request for FDA Concurrence on Pre-NDA Proposal: Sanofi-Synthelabo reauestrna 

TEL 

FDA’s concurrence on a proposal not to provide narratives for Non-Serious Adverse 
Events resulting from study discontinuations in an NDA planned for later this year 
Study discontinuations, due to non-serious adverse events, will be provided in 
listings and case report forms Narratives for serious adverse events wtll be included 
in the NDA. 
Evelyn Farinas, Project Manager, Division of Reproductive and Urological Drug 
Products (FDA), returned the Sanofi-Synthelabo call of 29 February. Sanofi- 
Synthelabo explained that we wanted to request a meeting with the Divisron to review 
the efficacy results for alfuzosin on which the NDA would be based. Evelyn agreed 
to review this with the Medical Reviewer and her supervisor and agreed to get back 

29-Mar-2000 SUB 

t 

108 

I 

tousinadayortwo. 
Request for Type B  Pre-NDA Meeting with the Division to obtarn agreement on 
information to be presented in an NDA for Alfuzosin HCI in a oncedaily 10 mg 

1 

extended- release formulation. The NDA is planned to be submitted by the end of 
this year. In the proposed meeting, Sanofi-Synthelabo seeks to obtain agreement on 
issues regarding the clinical data (Item 8). human pharmacology and bioavailability 
(Item 6). and on electronic data presentation (Items1 1 and 12). The development 
plan for this extended-release formulation was reviewed with the Drvrsion in an End- 

- 
11 -Apr-2000 TEL 

Reproductive and Urological Drug Products, FDA, to check to see If she accep 
carcinoqenicity datasets done as per the FDA 1997 electronic guidelines Dr F 

of-Phase-l I meeting on 13 August 1997. 
Sanofi-Synthelabo contacted Dr. Jeri El Hage, Toxicology reviewer, Divrsron of 

ts 
!I .-_. -. -. 

Hage had some questions, srnce she was newly assigned to the study, about the 
data, quantitative data, and history of the report. For the NDA she requires us to 
resubmit all data from the IND, with updates, as per the current FDA guidelines. 
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Date 

14.Apr-2000 

21-Apr-2000 

25-Apr-2000 

Ol-May-2000 - 

Ol-May-2000 - 

09-May-2000 - 

24 May 2000 
14-Jun-2000 

21-Jun-2000 TEL 

22-Jun-2000 TEL 

D 

06Jul-2000 

1 I-Jul-2000 - 

Comer 

JYF!!? 
SUB 

TEL 

LFF 

SUB 

SUB 

SUB 

FAC 

TEL 

SUB 123 

I Serial 
No. 

110 

112 

113 

114 

Abstract 

Request for Confirmation of Type B  Pre-NDA Meeting: Reference IS made to the 
telephone conversation between Evelyn Fartnas, Regulatory Project Manager, FDA, 
and Quyen Vinh. Drrector, Drug Regulatory Affairs, Sanofi-Synthelabo on 13 April 
2000 regarding the scheduled dates for the Type B  Pre-NDA meeting and for 
submissron of the background package for thus meeting. Sanofi-Synthelabo would 
like to confirm that the Type B  Pre-NDA meeting will take place on 24 May 2000 at 
3.00 P M  at the Agency, and that the Agency agrees that the background package for 
this meeting will be sent via courier on 01 May 2000 to arrive at the FDA the 
following day, 02 May 2000. 
Sanofi-Synthelabo contacted Felicia Woodward-Farmer, Central Document Room, 
FDA to obtain a number for the NDA submissron It was assigned No. 21-187. 
Ms. Terri Rumble, BSN, Chief, Project Management Staff, Division of Reproductive 
and Urologic Drug Products, sent a letter to Sanofi-Synthelabo to acknowledge 
receipt of the March 29, 2000 correspondence requesting a Pre-NDA meeting to 
discuss the drug development of alfuzosin. The type B  meeting WIII be held on May 
24, 2000 at 3:00 pm. 
Information Amendment: Clrnrcall Response to FDA Request for lnformatron Per 
telephone conversation, 03 March 2000, Ms. Evelyn Farinas, (FDA) Project 
Mgr.,requested a copy of the protocols for the four core studies to aid in the review of 
the Alfuzosin Pre-NDA Meeting Briefing Package. The protocols are: ALFORTI, 
ALFUS. ALFOTAM, and ALFOD sent in this submissron, along with all amendments; 
Amendments, 1,2, and 3. 
Pre-NDA Meeting Briefing Package: In response to Sanofi-Synthelabo’s 29 March 
2000 (Serral No. 108) request for a Pre-NDA Meeting date, the Drvision agreed to a 
Type B  meeting in a facsimrle letter dated 26 April 2000. The issues for agreement at 
this meeting focus on clinical data, human pharmacokmetrcs, and the electronic data 
presentations proposed for the upcoming NDA. 
Request for FDA Review and Concurrence. Sanofi-Synthelabo requests 
concurrence on the adequacy of Biopharmaceutics and CMC proposals for the 
alfuzosin hydrochloride NDA planned for submission by the end of thus year. 
Attachment 1 presents information and proposals relating to the dissolution method, 
tablet marking, and stability that will support this marketing application 
PreNDA meetrng with FDA 
Ms. Evelyn Fannas, RPh, MGA, Regulatory Project Manager, faxed Sanofi- 
Synthelabo on the meeting minutes of May 24, 2000 about the drug alfuzosin The 
objective of the meeting was to address and reach accordance on the Clinrcal, 
human Pharmacokinetrcs. and electronic submission questions posed by the sponsor 
in the May 1, 2000 meeting package, Serial No. 113. 
Sanofi-Synthelabo contacted Felrcra Woodard-Farmer, Central Documant Room FDA 
to obtain number for the NDA. Felicra has assioned NUMBER 21-287 to the Alfuzosin 
NDA. 
Sanoft-Synthelabo contacted Moo-Jhong Rhee, Ph.D., Chemistry Team Leader, 
DNDC II; FDA for clarificatron of comments in FDA’s 24 May pre:NDA meeting 
minutes. Specifically asked for clarification of the debossed tablet stabrlrty 
requirements at the time of filing, and at the seven month update. Dr. Rhee stated 
that the FDA prefers a minimum of 12 months room temperature stability and 6 
months accelerated stability width the proposed commercial product at the time of 
filing. Dr. Rhee requested that Sanofi-Synthelabo provide as much data as possible 
at filing. 
Sanoft-Synthelabo contacted Ms. Evelyn Farinas, Regulatory Health Project 
Manager, CDER, Division of Reproductive. and Urologic. Drug Prod., to ask about 
the update for the request for review on a brand name by the Nomenclature Review 
Committee within OPDRA. Sanofi-Synthelabo would like a review of the brand name 
Xatral for alfuzosin hydrochloride. 
IND Annual f?eDOrt Waiver Reauest: As discussed on 11 Julv 2000 with Ms. Evelvn 
Farinas. Projed Manager, San&i-Synthelabo requests a waher from the requirement 
to provide the current IND Annual Report which would cover the time period from 31 
August 1999 to 31 August 2000 and be due at the Agency no later than 30 October 
2000. Sanofi-Synthelabo’s proposal is to submit the NDA, currently in preparation, to 
satisfy the IND annual reporting requirement. The NDA is targeted for submission 
during the same week that the IND Annual Report would be due. The NDA 
submission will contain all of the clinical information, including safety information, and 
nonclinical information required in an annual report. Additional information on the 
only ongoing IND clinical study, an open-label extension study, will be provided in the 
NDA and the 120-day safety update to the NDA. Sanoft-Synthelabo requests 
confirmation that this proposal is acceptable to the Agency. 
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Date 

13-Jul-2000 

24-J&2000 

03-Aug-2000 

17-Aug-2000 

29-Aug.2000 

01 Sep-2000 

19-Sep-2000 

02-Dct-2000 

16act-2000 

22-Jan-2001 

24-Jan-2001 

08-Feb-2001 

13-Jul-2001 

24-act-2001 

Type 
SUB 

SUB 

SUB 

FAC 

LFF 

SUB 

TEL 

TEL 

LFF 

SUB 

TEL 

SUB 

TEL 

SUB 

Serial 
No. 

125 

127 

129 

133 

151 

152 

181 

Abstract 

Request for Brand Name Revtew: Sanofi-Synthelabo IS requestmg a revlew of the 
acceptabiltty of proposed brand name, Xatral. 
Response to information request dated 09-Aug-1999. Submttted htstopathology 
tables for neoplasttc and nonneoplastic lesions PDF files for the neoplasttc lesion 
tables were also included. Submttted electronic data sets of the rodent 
carctnogenictty studies to the Divtsion of Biometrics for review. A  package justifying 
doses in the carcinogenicity studies. and supporting study reports. 
Request for Waiver of Pediatric Study RequirementsSanofi-Synthelabo requests a 
full waiver of the obligation to provide data regarding the use of alfuzosin 
hydrochloride in pediatric patients. 
FDA contacted Sanofi-Synthelabo concerning user fees. The user fee IDB 4010. 

Susan Allen, M.D., M.P.H., Director, Division of Reproductive and Urologic Drug 
Products, FDA contacted Sanofi-Synthelabo referring to a waiver request dated 
August 3, 2000 for pediatric studies under 21 CFR 314.55. After review, a waiver IS 
justified for alfuzosin hydrochloride for the treatment of the signs and symptoms of 
benign prostatic hypertrophy for the pediatric population. 
Information Amendment: CMC: Request for Review and Comments, Sanofi- 
Synthelabo requests confirmation that the stability data for commercial containers is 
acceptable for alfuzosin hydrochloride NDA and that the unmarked tablet stability 
data can be used to support the proposed expir-y period: data of packaging 
components are included in Attachment 1; data of commercial package are included 
in Attachment 2. 
Sanofi-Synthelabo contacted Evelyn Farinas, Project Manager, DRUDP, CDER, FDA 
to discuss the stability plan faxed to the agency August 31 and submitted as an IND 
amendment, SUB No 133, for Dr. Moo-Jhong Rhee to review and comment. 
David Lin, Ph D.. Chemistry Revtewer, DNDC II, Dornette Spell Lesane. CSO, FDA 
contacted SanofT-Synthelabo concerning FDA agreement with the debossed tablet 
stability plan. 
Daniel Shames, M.D.. Actma Deoutv Director. Division of Reooducttve and Urolootc 
Drug Products, ‘FDA contacted San&i-Synthetabo referring to amendment dated - 
September 18, 2000, Serial No 136, containing the proposal on how to address the 
unavatlable case reoort forms in the upcomino NDA submission for alfuzosin The 
FDA completed the’Clinical review of the submission and found it acceptable. 
Revised Clmical Investigator’s Brochure Sanofi-Synthelabo IS providing a revised 
Clinical Investigator Brochure (CIB), Verston E05 dated 12 January 2001 submitted 
with the most recent NDA submission with the significant addition of the clinical 
sectton; updated efficacy and safety information relevant to “once datlv” (CD) 
formulation; and the updated post marketing experience. 

,. 

Evelyn Fannas of the FDA left a voice mail with regards IVIVC to support pivotal 
bioequivalence in NDA. At FDA’s request, Sanofi-Synthelabo performed an IVIVC 
bioequivalence studies of experimental formulations done in fasting state based on 
the NDA done on the fed state. 
Information Amendment: Revised, Clinical Investigator’s Brochure (CIB) This version 
revises the presentation of clinical efficacy information to be consistent with the 
presentation proposed in the package insert of pending NDA 21-287 for Alfuzosin 
HCI. 
Evelyn Farinas, Project Manager, Division of Reproductive &  Urological Drug 
Products, FDA left a voice mail message with response to Sanofi-Synthelabb’s 
proposal to shorten the established name provtded in Amendment 10 dated 10 July 
2001. The acceptable established Name is Alfuzosin HCL extended release tablets. 
The Division found replacing Hydrochloride with HCL acceptable. 
Revised Clinical Investiaator’s Brochure: SanoR-Svnthelabo is amendina the subiect 
IND to provide for Addendum 1, dated 06 September 2001 (Attachmenql) to the 
Clinical Investigator’s Brochure, version E06, previously submitted 06 February 2001, 
Serial No. 152. The only change to the previous version is the inclusion of the results 
of two interaction studies performed with the extended release formulation of 
alfuzosin and two different drugs, digoxin and ketoconazole. 
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08.Dee-2000 

11 -Dee-2000 

17-Jan-2001 

20-Feb-2001 

26-Mar-2001 

06-Apr-2001 
1 O-Apr-2001 

20-Apr-2001 

24-Apr-2001 

25Apr-2001 

08-May-2001 

18-May-2001 

18-May-2001 

04-Jun-2001 

27-Jun-2001 

29-Jun-2001 

02-Jul-2001 

06Jul-2001 
lo-Jul-2001 

19-J&2001 

25Jul-2001 

Comm 
Type 

SUB 

LFF 

SUB 

SUB 

TEL 

SUB 
SUB 

SUB 

FAC 

SUB 

SUB 

SUB 

TEL 

LFF 

SUB 

FAC 

LFF 

SUB 
SUB 

SUB 

SUB 
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SUMMARY OF ALFUZOSIN HYDROCHLORIDE 
NDA ACTIVITIES 

File 
Location 

3 

4 

6 

7 

8 

9 
10 

11 

12 

Abstract 

SANOFI-SYNTHELABO submitted NDA 21-287 for Alfuzosin HCL once daily for the 
treatment of the stgns and symptoms of bentgn prostatic hyperplasta. 
SANDFI-SYNTHELABO received the FDA receipt letter for NDA 21-287 Alfuzosrn submttted- 
08 December 2000, received by FDA 11 December 2000. 
SANOFI-SYNTHELABO response to Issues raised In the 27 November 2000 teleconferend 
with Dr. Parekh and MS Farina regarding the pivotal bioavailabilrty study included in the 0.8 
December 2000 original NDA The major points ratsed were captured in FDA’s 09 January 
2001 minutes of thts teleconference. 
Amendment No. 2 - Audit Response Letter 
SANOFI-SYNTHELABO is providing information requested by the FDA Scientific 
Investtgations Division, to aid with the audit of three sites in clinical study ALFUS. The thret 
sites are: Site Principal Investigator; Bannow, Hollander and: Kletscher The request was 
initiated, via telephone, on 05 February 2001. In response to the request, SANOFI- 
SYNTHELABO Inc provided and sent the information to Dr. Susan Molchan, of the 
Scientific investigations Division, on 19 February 2001 - under Letter To FDA, (LTF), letter 
date of 19 February 2001. 
26 March 2001: SANOFI-SYNTHELABO contacted Evelyn Farinas, Project Manager, FDA’ 
to request a teleconference with Dr. Suong Tran (Chemistry reviewer) and Dr. MooJhong 
Rhee (Chemistry team leader) regarding potential issues related to a possible tablet markir: 
change. 27 March 2001: Evelyn Farinas confirmed a teleconference for 1 .OO pm April 4, 
with Drs. Tran and Rhee. The Drs. requested specific questions and proposals to resolve 
any problems in a fax by 30 March 2001 
Four-month (120 Day) Safety Update submitted. 
lnformatton amendment: Chemistrv. Manufacturino and Controls (CMC) Sanofi- 
Synthelabo provided documentattdn pertaining to the 04 Apnl 2061 teleconference betwet 
the Sponsor and the Division. The objectives of the teleconference were to discuss the 
reauirements for a ootential chanae in the tablet marktno and the basis for the drua oroduci 
expiry date. Also, in addition. lab&ng and CMC issues-were discussed. 

- , 

Request for Brand Name. SANOFI-SYNTHELABO requested concurrence on the brand 
name. UROXATRAL 
Evelyn R. Farinas. R.Ph., M.G.A., Regulatory Project Manager, DRUDP faxed to SANOFI-’ 
SYNTHELABO the minutes of the teleconference held 04 April 2001. The objectrve of the 
meeting was to convey resonses to the sponsor’s questions faxed to the Division on March 
30. 2001 
Request for Concurrence on Final Safety Update, SANOFI-SYNTHELABO requested the 
Agency’s concurrence on our proposal concerning the timing and content of the next NDA 
safety update. 
New Patent Information. SANOFI-SYNTHELABO provided updated Patent informatron a& 
certificatton tncorporating US patent no. 6,149,940 
Sanofi-Synthelabo provided additional information for selected potential brand name 
Uroxatral. 
Jeanine Best, FDA called Sanofi Synthelabo to request formatting of financial disclosure 
information into a table. 
FDA provided recommendations on next safety update in response to 25 Apnl2001 
correspondence from Sanofi-Synthelabo. 
Sanoft-Synthelabo responded to the request of Ms. Jeanine Best on 18 May 2001 to proved 
a table of the results of the financial disclosure results in item 19 of the NDA. 
Evelvn Fannas. FDA faxed to Sanofi-Svnthelabo a letter containina comments and 
informatton requests on the Chemistry-section of the NDA. - 
Moo-Jhong Rhee, Chemistry Team Leader, for the Division of Reproductive and Urologic 
Drug Products, contacted Sanofi-Synthelabo regarding cornme& on the Drug Master-File 
for Alfuzosin drug substance , held by Sylachim. 
Second NDA safety update 
Sanofi-Synthelabo Inc requested a teleconference with the chemist to aid us in providtng 
revised container labels and labeling, addressing the FDA’s comments in a letter dated 29 
June 2001. 
Sanofi-Synthelabo provided an update of stability data, comparative dissolution and 
statistical analysis of the stability data on unmarked and debossed tablets 
Response to FDA’s June 29, 2001 Information Request Letter, providing 

1. Revised Specification for Drug Product 
2. Method Validation Package, 3 copies 
3. Package Insert with Strikethrough 
4. Package Insert 
5. Authortzation Letter for DMF 12546 

-12- 
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Date 

25Jul-2001 

30-Jul-2001 

Comm File Abstract 
Type Location 

SUB 13 Response to Request; Sanofi-Synthelabo provided a WORD copy of the latest verston. 
dated 23 July 2001, of the package insert. 

SUB 14 Sanofi-Synthelabo submitted a request of FDA’s concurrence on the acceptabtltty of the 
labels to be used on containers of UROXATRAL (alfuzosin HCI extended release tablets ) 
The labels address the comments 15 and 17 In FDA’s letter of 29 June 2001 from Dr. Moo 

1 Jhong Rhee 
j Evelvn Fannas. Dtvtsion of Reproductive and Urologic Drug Products, faxed to Sanofi- 

+ 

15 
1 Synthelabo request for additional Biopharmaceuticsinformation. 
j Sanofi-Synthelabo provrded biopharmaceutics information requested In a 7 August 2001 Fa 

from the FDA. included tn thts submission, are 
I.) raw data used In developing and valldating IVIVC under fasting conditions 
2.) comparison of experimental and predicted plasma concentration profiles for 

formulabons KYAOI and KYA02, and comparison of predtcted concentration 
profiles for clinical (PDV03) and commerctal (PDV08) formulahons. 

16 

17 

I-SUB 1 18 

3.)raw data for showing condttion Independent d&olution.of alfuzosin ER formulabon 
Evelyn Fannas, FDA faxed to Sanofi-Synthelabo a request for Information concerning the 
Chemistry revrew. 
Response to 20 August 2001 Facstmtle; Sanoti-Synthelabo submitted responses to the 20 
August 2001 fax concerning comments on the chemistry, manufacturtng and 
controls section of the NDA. 
Evelyn Farinas, Diviston of Reproductive and Urologic Drug Products FDA, faxed to Sanofi- 
Synthelabo memorandum of teleconference for 22 August 2001. 
Recommendations for proposed package insert. 
Sanofi-Svnthelabo responded to a 22 August 2001 FAX from the Dtvisron Drovidina revised 
package-insert wnh a revision date of 24August 2001. 

j Sanofi-Synthelabo provided a full set of final container label artwork, requesting the FDA’s 

23-Aug-2001 

28-Aug-2001 

FAC 

SUB 

I I concurrence on the acceptabtlity of these labels. These labels were revised in response to 
comments in a 20 August 2001 Fax from the Divtsion on container labels nreviouslv Drovide 
In Amendment 14. daTed 30 July 2001. 

. . 

j 31 August 2001 teleconference: The Dtviston called the teleconference to apprise Sanoti- 
Synthelabo of the status of the NDA review. The clinical review is completed. There is only 
one issue to resolve, which is cardiac repolarization. 
Evelyn Farinas, Project Manager, Diviston of Reproductive &  UrologIcal Drug Products 
informed Sanofi-Synthelabo that the review chemist found the the final container labels 
provided on 29 August 2001 (Amendment 18) to be “acceptable”. 

20-Sep-2001 1 SUB 1 19 1 Sanofi-Synthelabo responded to the FDA’s 06 September facstmile concerntng the 
Biopharmaceutics sectron of the NDA 
Evelyn Fannas, FDA faxed to Sanoti-Synthelabo the meeting minutes from the August 31, 
2001 teleconference. 
This submrssion included a review of all relevant information concerning cardiovascular 

25Sep-2001 r--- Sanofi-Synthelabo responded to a 24 September 2001 telephone call from Dr. Randy Levm 
electronic version of NDA Item 6 Human Pharmacology Summary, 

submttted 20 September 2001, Amendment 19 (Attachment l), be sent to the Central 
/ Document Room for archivmg. 
/ Sanofi-Svnthelabo received an NDA Amrovable letter. 

I I 1 Before this applicatton may be approved, however, it will be necessary for Sanofi-Svnthelabd 1 

IhSUB j 22 
1 to address the safely concemed.outlined. 
1 Sanofi-Synthelabo notified FDA of plans to amend the NDA to resolve? the issues identified 

I I FDA’s 5 October 2001 approvable letter. Sanofi-Synthelabo will schedule a meeting with the 
Reproductive Drugs Division and the Cardiorenal Division to come to agreement on their 
resolution. 
Evelyn Farina% Division of Reproductive and Urologic Drug Products, FDA faxed to Sanofi.. 
Svnthelabo the minutes of the October 5. 2001 teleconference. The meetina obiective: to ti , 

06-Nov-2001 I SUB 
convey to the sponsor the Agency’s decision regarding the approvability of ,DA’21-287, 

1 23 1 Type A  Meeting Request; Sanofi-Synthelabo requests an end of NDA meeting with FDA. 4-l 

19-Now2001 
-~ 

SUB 

26-Nov-2001 LFF 

24 

The goal of the meeting is to gain concurrence on resolution of the issues identified in FDA 
“Approvable Letter” dated 05 October 2001. 
End of review meeting briefing document: An end of review meeting with the Division was 
requested on 6 November-2001 (Amendment 23) to resolve Issues raised in FDA’s 5 
October 2001 approvable letter The attached information package contains our proposals 
to address the issues in the letter 
Evelyn R. Farinas. Regulatory Project Manager, Division of Reproducttve and Urologic 
Products, contacted scheduled the meeting to discuss resolution of the issues identtfied in 

1 the FDA “Approvable Letter” of October 5,200l for 7 December 2001. 
j Sanofi-Svnthelabo reauested a postponement of the NDA end-of-review meetina until earlv 

January 2002. since Sanofi-Syntheiabo’s cardiologist consultant is unavailable& 7 
December 2001 and he is needed to address the central issue of the meeting 

’ 
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eeting to resolve Approvable letter rssues forJanuary 7. 

Sanofi-Synthelabo anticipates that an information package WIII 
2002 and will be avarlable for drscussions at the earlrest 

ent to this docume 
raised in the 5 October 2001 FDA letter Indicating that this NDA was approvable. It 

nt a letter acknowled 

protocol for a clinrcal study (provided in Amendment 28 dated 14 February 2002) to assess 
the potential of alfuzosin to affect cardiac repolarization to resolve the principal Issue in the 
October 2001 NDA Approvable letter. Sanofi-Synthelabo agreed to provrde a revrsed 

March 2002 teleconference with Dr Hirsch of your Drvrsion we drscussed a draft of thus 
protocol (provided in Amendment 28 dated 14 February 2002) to resolve the pnncrpal issue 
in the 5 October 2001 NDA Approvable letter. In this teleconference Sanofi-Synthelabo 

14, 2002, with a proposal for a revised QTc study, as well as a proposal and 
Its of a ketoconazole-alfuzosin drug interaction study. Stated that the drug 
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Attorney Docket No 80585 

the response to the approvable letter 

nfication In St 

I be on the agenda for upcomlng FDA Cardior 
etlng on 29 May 2003. Letter requested a fully releasable 

d Sub-contractors. 

NDA approved 
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(12) In the opinion of the Applicant, U.S. Patent No. 4,661,491 is eligible for an extension of 
1,48 1 days. The length of said extension was calculated as follows: 

1. 

2 

3 

4. 

5. 

6. 

7. 

8. 

9. 

10. 

11. 

12. 

13. 

14. 

15. 

16. 

17. 

18. 

The number of days for the testing phase ...................................................... .1992 
as defined in 37 CFR 1.775 (c)(l) 

The number of days for the approval phase. .................................................... 485 
as defined in 37 CFR 1.775(c)(2) 

Total of line 1 and 2 ....................................................................................... 2477 

The number of days of the period of line 
2 which occurred prior to the issue date of the patent ......................................... .O 

The number of days of the period of line 2 during .............................................. .O 
which the Applicant failed to act with due diligence 
as defined in 37 CFR 1.775(d)(l)(ii) 

Total of line 4 and line 5 ...................................................................................... .O 

Total of line 3 less the amount of line 6 ......................................................... 2477 

The number of days of the period of line 1 ......................................................... .O 
which occurred prior to the issue date of the patent 

The number of days of the period of line 1 during ............................................. .O 
which the Applicant failed to act with due diligence 
as defined in 37 CFR 1.775(d)( l)(ii) 

The total of line 8 and line 9.. ............................................................................... 0 

Total of line 7 less the amount of line 10.. ...................................................... 2477 

The number of days from line 1 ...................................................................... 1992 

The number of days from line 10. ......................................................................... . 

The total of line 12 less the amount of line 13.. .............................................. 1992 

One half of line 14 ............................................................................................ 996 

The total of line 11 less the amount of line 15.. ............................................. .1481 

The original expiration date of the patent.. ..................................... May 27, 2006 

The expiration date of the patent if extended by the.. ...................... June 16, 2010 
number of days on line 16 
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19. Date of the FDA final approval ._._.................................................... June 12, 2003 

20. Limitation set forth in 37 CFR 1.775(d)(3) ___.__.., _................................... 14 years 

21. 

22. 

23. 

24. 

25. 

The number of years on line 20 
added to the date on line 19 ............................................................. June 12, 20 17 

Earlier of the dates of line 18 or line 2 1 ........................................... June 16, 2010 

Original expiration date of patent .................................................... May 27, 2006 

The limitation set forth in 37 C.f.R. 1.775(d)(5) ........................................ 5 years 

The number of years on line 24 added to the .................................. May 27, 201 1 
date on line 23 

26 

27. 

28. 

The earlier of the dates appearing on line 22 or line 25.. ................. June 16, 2010 

The original expiration date of the patent ........................................ May 27, 2006 

The number of days by which line 26 and line 27 differ.. .............................. 1481 

Attorney Docket No. 80585 

(13) Sanofi-Synthelabo acknowledges its duty to disclose to the Director of the United States 
Patent and Trademark Office and the Secretary of Health and Human Services any information 
of which it is aware which is material to the determination of entitlement to the extension sought. 

3 (14) The Commissioner is hereby authorized to charge to Deposit Account No. 19-0091 the 
prescribed fee of $1,120 under 37 C.F.R. 91.206 j, and to charge any additional fees which may 
be required, or credit any overpayment to said Deposit Account. 

(15‘) Correspondence relating to this application should be directed to: 

Michael D. Alexander 
Sanofi-Synthelabo Inc. 
9 Great Valley Parkway 
Malvem, PA 19355 
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Telephone or facsimile communications relating to this application can be directed to the 
undersigned at the numbers listed below. , 

Respectfully submitted, 

Dated: &t%Thu!D. &J!, P 
Michael D. Alexander 
Attorney for Applicant 
Registration No. 36,080 

Address: 
Sanofi-Synthelabo Inc. 
9 Great Valley Parkway 
Malvem, PA 19355 
Telephone: (610) 889-8802 
Facsimile: (6 10) 889-8799 
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